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In primary airway epithelial cells, the unjamming
transition is distinct from the epithelial-to-
mesenchymal transition
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Stephan Koehler1, Oscar H. Ocaña 3, James P. Butler1, Jeffrey J. Fredberg1, M. Angela Nieto 3, Dapeng Bi2 &

Jin-Ah Park 1✉

The epithelial-to-mesenchymal transition (EMT) and the unjamming transition (UJT) each

comprises a gateway to cellular migration, plasticity and remodeling, but the extent to which

these core programs are distinct, overlapping, or identical has remained undefined. Here, we

triggered partial EMT (pEMT) or UJT in differentiated primary human bronchial epithelial

cells. After triggering UJT, cell-cell junctions, apico-basal polarity, and barrier function remain

intact, cells elongate and align into cooperative migratory packs, and mesenchymal markers

of EMT remain unapparent. After triggering pEMT these and other metrics of UJT versus

pEMT diverge. A computational model attributes effects of pEMT mainly to diminished

junctional tension but attributes those of UJT mainly to augmented cellular propulsion.

Through the actions of UJT and pEMT working independently, sequentially, or interactively,

those tissues that are subject to development, injury, or disease become endowed with rich

mechanisms for cellular migration, plasticity, self-repair, and regeneration.
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Every organ surface and body cavity is lined by a confluent
collective of epithelial cells. In homeostatic circumstances
the epithelial collective remains effectively solid-like and

sedentary. But during morphogenesis, remodeling or repair, as
well as during malignant invasion or metastasis, the epithelial
collective becomes fluid-like and migratory1–4. This conversion
from sedentary to migratory behavior has traditionally been
understood as a manifestation of the epithelial-to-mesenchymal
transition (EMT) or the partial EMT (pEMT)5–8. Since its
discovery in 1982, EMT has been intensively studied and
well-characterized6,9,10. EMT is marked by progressive loss of
epithelial character, including disrupted apico-basal polarity, dis-
assembled cell–cell junctions, and impaired epithelial layer integrity
and barrier function. This loss of epithelial character is accom-
panied by progressive gain of mesenchymal character, including
gain of front–back polarity, activation of EMT-inducing tran-
scription factors, and expression of mesenchymal markers11,12. In
this process each epithelial cell tends to free itself from adhesions to
immediate neighbors, and thereby can acquire migratory capacity
and invasiveness. It has been suggested that the epithelial–
mesenchymal axis is flanked at its extremes by unequivocal epi-
thelial versus mesenchymal phenotypes separated by a continuous
spectrum of hybrid epithelial/mesenchymal (E/M) or partial pEMT
phenotypes5,8,13–15. Although such a one-dimensional spectrum of
states has been regarded by some as being overly simplistic5,16, it is
widely agreed that pEMT allows cell migration without full
mesenchymal individualization17–20. During pEMT, cells coordi-
nate with their neighbors through intermediate degrees of junc-
tional integrity coupled with partial loss of apical–basal polarity
and acquisition of graded degrees of front–back polarity and
migratory capacity5,8. Moreover, EMT/pEMT is associated with the
cells of highly aggressive tumors, endows cancer cells with stem-
ness and resistance to cytotoxic anticancer drugs, and may be
required in the fibrotic response21,22. In development23–26, wound
healing27,28, fibrosis29, and cancer30–34, EMT/pEMT has provided
a well-accepted framework for understanding collective migration,
and in many contexts has been argued to be necessary2,17,22,28,35,36.

In certain contexts, however, this conversion from sedentary to
migratory behavior has been attributed to the recently discovered
unjamming transition (UJT), in which epithelial cells migrate
collectively and cooperatively37–40. By contrast with EMT, UJT in
epithelial tissues is recently discovered and remains poorly
understood37–50. During UJT the epithelial collective transitions
from a jammed phase wherein cells remain virtually locked in
place, as if the cellular collective were frozen and solid-like, toward
an unjammed phase wherein cells often migrate in cooperative
multicellular packs and swirls reminiscent of fluid flow. In both
the solid-like jammed phase and the fluid-like unjammed phase,
the epithelial collective retains an amorphous disordered structure.
In the jammed phase, the motion of each individual cell tends to
be caged by its nearest neighbors. But as the system progressively
unjams and transitions to a fluid-like phase local rearrangements
amongst neighboring cells become increasingly possible and tend
to be cooperative, intermittent, and heterogeneous46,51–54. While
poorly understood, cellular jamming and unjamming have been
identified in epithelial systems in vitro37,39,43,46,48,49,54–56, in
developmental systems in vivo39,42,50,57–59, and have been linked
to the pathobiology of asthma37–39 and cancer45,47,60,61.

Despite strong evidence implicating both pEMT and UJT in
the solid–fluid transition of a cellular collective and the resulting
collective migration of cells of epithelial origin35,37–39, the rela-
tionship between these transitions remains undefined62. For
example, it is unclear if UJT necessarily entails elements of the
pEMT program. The converse is also in question. As such, we do
not yet know if the structural, dynamical, and molecular features
of these solid–fluid transitions might be identical, overlapping, or

entirely distinct. To discriminate among these possibilities, we
examine mature, well-differentiated primary human bronchial
epithelial (HBE) cells grown in air–liquid interface (ALI) culture;
this model system is known to recapitulate the cellular con-
stituency and architecture of intact human airway epithelia63–65.

Here we show that UJT in this system is sufficient to account
for vigorous epithelial layer migration in the absence of pEMT.
Using the confluent layer of HBE cells, we trigger UJT by exposing
the sedentary layer to a mechanical stress that has been tightly
linked to aberrant remodeling of the asthmatic airway37–39,66.
Cells thereafter migrate cooperatively, align into packs locally, and
elongate systematically. Nevertheless, cell–cell junctions, apico-
basal polarity, and barrier function remain intact in response, and
mesenchymal markers remain unapparent. As such, pEMT is not
evident. When we trigger pEMT and associated cellular migration
by exposing the sedentary layer to TGF-β1, which is known to
induce pEMT22,67, metrics of UJT versus pEMT diverge. To
account for these striking physical observations a new computa-
tional model attributes the effects of pEMT mainly to diminished
junctional tension but attributes those of UJT mainly to aug-
mented cellular propulsion. Together, these findings establish that
UJT is sufficient to account for vigorous epithelial layer migration
even in the absence of pEMT. Distinct gateways to cellular
migration therefore become apparent—UJT as it might apply to
migration of epithelial sheets on a collective basis, and EMT/
pEMT as it might apply to migration of mesenchymal cells on
either a solitary or a collective basis.

Results
Cellular dynamics and structure: UJT versus pEMT diverge. To
induce UJT we exposed the cell layer to apical-to-basal mechanical
compression of 2.9 kPa (30 cm H2O) for 3 h. This level of com-
pression was chosen for three reasons. First, this level of compressive
stress mimics that experienced by the epithelial layer during asth-
matic bronchoconstriction66,68–73. Second, based upon simple
physical arguments this level of compressive stress is readily gen-
eralizable to other situations For example, the bulk compressive
stiffness modulus of the cell is quite large—on the order of 107–108

Pa— whereas traction stresses are typically on the order of 100 Pa,
intercellular stresses are on the order of 1000 Pa, cellular Young’s
moduli vary from 100 Pa to 10 kPa depending on cell type74, and
the cortical shear stiffness is on the order of 1000 Pa37,75–77. As
such, in the vicinity of the lateral intercellular space a compressive
stress in the kPa range has been shown to cause localized cellular
strains on the order of 0.1, which in turn have been shown to trigger
robust intracellular signaling66. More generally, forces applied
locally or generated endogenously are known to initiate biochemical
signaling, cellular deformation and migration78–80. Finally, we have
established in previous reports that pathologic responses increase
with increasing compressive stress but exhibit a maximum response
at 20–30 cm H2O. These pathologic responses include asthmatic
airway remodeling81–90 and a robust UJT37–39.

To induce pEMT we exposed the cell layer to TGF-β1 (10 ng/ml),
a well-known EMT-inducing agent22,67. Although pEMT has been
defined inconsistently in the literature, this dose has been
established to induce pEMT in HBE cells in ALI culture67, a result
borne out by our experiments and in line with the criteria defined in
a recent consensus statement on EMT12. That consensus empha-
sizes that EMT status cannot be assessed solely on the basis of a
single or even a small number of molecular markers. Rather, it
asserts that primary criteria for defining EMT status must include
morphological and functional cellular properties in conjunction
with molecular markers. Accordingly, to assess EMT status we have
examined expression and localization of mesenchymal markers (N-
cadherin, fibronectin-EDA, vimentin, ZEB-1, Snail1) and epithelial
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markers (E-cadherin and ZO-1) together with functional assays
(cell migration and layer permeability) and cellular structure (F-
actin organization and cell shape). As a time-matched positive
control for pEMT we used the cell layer subjected to graded
concentrations of TGF-β1 (see “Methods” section). Following
exposure to either compressive stress or TGF-β1 in our
experimental setup, signatures of UJT and pEMT were evaluated
at 24, 48, and 72 h (Supplementary Fig. 1).

In a sedentary confluent epithelial layer, initiation of either UJT
or pEMT results in collective migration8,18,35,37–39. While the
precise dynamic and structural characteristics of the HBE layer
undergoing pEMT have not been previously explored, UJT is
known to be marked by the onset of stochastic but cooperative

migratory dynamics together with systematic elongation of cell
shapes37–39,49,91,92.

Dynamics: We quantified migratory dynamics using average cell
speed and effective diffusivity (Deff)37,92. Control HBE cells were
essentially stationary, as if frozen in place, exhibiting only occasional
small local motions which were insufficient for cells to uncage or
perform local rearrangements with their immediate neighbors
(Fig. 1a–c). We refer to this as kinetic arrest or, equivalently, the
jammed phase. Following exposure to mechanical compression,
however, these cells underwent UJT and became migratory37–39,
with both average speed and effective diffusivity increasing
substantially over time and maintained to at least 72 h following
compression (Fig. 1a–c, Supplementary Table 1). Following

24
 h

48
 h

72
 h

S
pe

ed
 (

μm
/h

)

μ

a

d

1

2

3

4

≥5

UJT (Compressed))lortnoC(demmaJ pEMT (TGF- β1)

24
 h

48
 h

72
 h

AR

Jammed pEMT UJT

)lortnoC(demmaJ pEMT (TGF- β1)

b

c

30

25

20

15

10

D
ef

f (
μm

2 /h
)

5

0

* *

*#
*#

*

*#

* #

e

1.4

1.6

1.8

2

2.2

2.4

2.6

2.8

24 48 7224 48 72
1.4

1.6

1.8

2

2.2

2.4

A
R * *

*

*

* #

Time after intervention (h)

UJT (Compressed)

Fig. 1 In both dynamics and structure, pEMT and UJT diverge over time. In well-differentiated HBE cells, pEMT was induced by TGF-β1 (10 ng/ml) and
UJT was induced by compression37,66,84,89. Representative speed maps (obtained using optical flow, see “Methods” section; Scale bar in a is 100 µm) a,
average speed b, and effective diffusivity c for jammed, pEMT and UJT at 24, 48, and 72 h. b, c Left panel: mean ± SEM for n= 4 donors; right panel:
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Cells undergoing pEMT migrate moderately at 24 h but return to baseline by 48 h. Cells undergoing UJT display progressively increasing migratory speed
and diffusivity over time. Individual cells color-coded by aspect ratio (AR) d and quantified by mean AR (e) for jammed, pEMT, and UJT at 24, 48, and 72 h.
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coded according to which sample is referenced, one-way ANOVA followed by post-hoc multiple comparisons with Bonferroni correction. Mean (SEM) and
full datasets available in Supplementary Table 1 and online Source Data file, respectively.
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exposure to TGF-β1, jammed cells underwent pEMT22,67, as
documented in greater detail below (Fig. 2, Supplementary Figs. 2
and 3). Up to 24 h later these cells migrated with average speeds
comparable to cells following compression (Fig. 1a–c). However, as
pEMT progressed beyond 24 h cellular motions slowed to the
baseline levels, indicating return to kinetic arrest and a jammed
phase (Fig. 1a–c, Supplementary Table 1).

Structure: We segmented cells from images of cell boundaries
labeled for E-cadherin or ZO-1 (Supplementary Fig. 2) and
quantified cell shapes using the cellular aspect ratio (AR),
calculated as the ratio of the major axis to the minor axis of

the cellular moment of inertia39. Control HBE cells exhibited a
cobblestone, rounded, and relatively uniform appearance with
AR= 1.6 (Fig. 1d, e). Following exposure to compression,
however, cell shapes became more elongated and variable, with
progressive growth of AR to 2.3 at 72 h (Fig. 1d, e, Supplementary
Table 1). Following exposure to TGF-β1, cells elongated to AR=
1.8 at 24 h but plateaued thereafter (Fig. 1d, e, Supplementary
Table 1). As discussed below, the boundaries of cells treated with
TGF-β1 also exhibited increased edge tortuosity (Fig. 2d).

After compression, both cell migration and elongation grew
over time (Fig. 1). In agreement with previously published work,
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these data indicate that the control unperturbed cells exhibited
dynamic and structural signatures of a jammed epithelium, while
the compressed cells exhibited dynamics and structural signatures
of an unjammed epithelium37–39. After TGF-β1 treatment, cell
migration and elongation initially increased but migration
thereafter tapered off and cell shapes remained unchanged. By
these dynamic and structural metrics, UJT and pEMT were
indistinguishable at 24 h but subsequently diverged. Overall, UJT
and pEMT showed distinct profiles of cell migration and shape.

During UJT, epithelial character persists. We next investigated
the extent to which molecular signatures of pEMT and UJT were
distinct or overlapping. Control cells exhibited prominent tight
junctions marked by apical ZO-1 and adherens junctions marked
by lateral E-cadherin (Fig. 2a–c, Supplementary Fig. 2a–c). ZO-1
and E-cadherin appeared as ring-like structures, demarcating
continuous cell boundaries and forming cell–cell junctions
(Fig. 2b, c). Cell boundaries were relatively straight (Fig. 2d),
suggesting that cell–cell junctions were under the influence of
mechanical line tension93,94. Further, cells exhibited cortical F-
actin rings, which are a hallmark of mature epithelium (Fig. 2f,
Supplementary Fig. 3a), and exhibited undetectable or very low
expression of mesenchymal markers (Fig. 2g–i, Supplementary
Fig. 3b, c). In well-differentiated, mature pseudostratified HBE
cells which are jammed, these data serve as a positive control for
fully epithelial character.

Exposure to TGF-β1 (10 ng/ml) disrupted epithelial architecture
and led to acquisition of mesenchymal character (Fig. 2,
Supplementary Figs. 2 and 3). Importantly, the transition through
pEMT to full EMT strongly varies depending on both the degree
and the duration of the EMT-initiating signal. Induction of full
EMT of the well-differentiated HBE layer required extended
exposure to TGF-β1 (Supplementary Fig. 4), but here we focus on
pEMT. As expected, in response to TGF-β1 both apico-basal
polarity and tight and adherens junctions, as marked by ZO-1 and
E-cadherin, became progressively disrupted (Fig. 2a–c, Supple-
mentary Fig. 2a–c), and the level of E-cadherin protein decreased
(Fig. 2h, Supplementary Fig. 2d). Remaining cell–cell junctions
stained for E-cadherin developed increased tortuosity (i.e., the ratio
of edge contour length to edge end-to-end distance) suggestive of a
reduction in line tension (Fig. 2d)93,94. Furthermore, to confirm
disruption of barrier function, we measured barrier permeability
using dextran-FITC (40 kDa)81 and observed a substantial increase
(Fig. 2e). Cells progressively lost their cortical actin rings while
acquiring abundant apical and medial F-actin fibers, a phenotypical
feature of mesenchymal cells95 (Fig. 2f, Supplementary Fig. 3a).
Cells also acquired increased expression of EMT-inducing
transcription factors including Zeb1 and Snail1, and mesenchymal
markers including N-cadherin, vimentin, and fibronectin (EDA
isoform) (Fig. 2g–i, Supplementary Fig. 3b, c). Increased expression
of these mesenchymal markers occurred simultaneously with
disruption of epithelial junctions, thus indicating a clear manifesta-
tion of a hybrid E/M phenotype and pEMT. In HBE cells
undergoing pEMT, these data serve as a positive control for loss of
epithelial character and gain of mesenchymal character.

Exposure to compression (30 cm H2O), by contrast, impacted
neither apico-basal polarity nor junctional integrity, as indicated
by the apical localization of ZO-1 and lateral localization of E-
cadherin (Fig. 2a, Supplementary Fig. 3a). These junctions were
continuous (Fig. 2b, c, Supplementary Fig. 2b, c) and nearly
straight, thus indicating that during UJT the junctional tension
was largely maintained (Fig. 2d). Unlike during pEMT, during
UJT the overall level of E-cadherin protein remained unaffected
(Fig. 2h, Supplementary Fig. 2d). During UJT cells maintained an
apical cortical F-actin ring (Fig. 2f, Supplementary Fig. 3a). While

barrier function was compromised during pEMT, it remained
intact during UJT (Fig. 2e). By contrast to cells during pEMT,
cells during UJT did not gain a detectable mesenchymal
molecular signature (Fig. 2g–i, Supplementary Fig. 3). These data
show that epithelial cells undergoing UJT, in contrast to pEMT,
maintained fully epithelial character and did not gain mesench-
ymal character. UJT is therefore distinct from EMT.

Unlike those underlying EMT12, molecular mechanisms of UJT
are largely unexplored. ERK signaling has recently been shown to
be involved in UJT in a model of breast cancer60 and waves of ERK
activation regulate collective epithelial migration during wound
healing in MDCK monolayers96,97. During the compression-
induced UJT, a variety of transcriptional and intracellular signaling
pathways are activated, including EGFR, PKC, and ERK
pathways66,81,83,87,88,98. Indeed, we found that blocking ERK
activity using the pharmacological inhibitor U0126 (10 µM)81,99

attenuated compression-induced cellular motility, thus confirming
that ERK signaling is required for compression-induced UJT (Sup-
plementary Fig. 5).

During UJT, cellular cooperativity emerges. To further dis-
criminate between pEMT and UJT, we next focused on coopera-
tivity of cell shape orientations and migratory dynamics. Because of
immediate cell–cell contact in a confluent collective, changes of
shape or position of one cell necessarily impacts shapes and posi-
tions of neighboring cells; cooperativity amongst neighboring cells
is therefore a hallmark of jamming44,45,52,100,101. We measured
cooperativity in two ways. First, we used segmented cell images to
measure cell shapes and shape cooperativity that defined structural
packs (Fig. 3a). We identified those cells in the collective that
shared similar shape-orientation and then used a community-
finding algorithm to identify contiguous orientation clusters (see
“Methods” section, Fig. 3a). In both jammed and pEMT layers,
cellular collectives formed orientational packs that contained on the
order of 5–10 cells and remained constant over time (Fig. 3c). After
UJT, by contrast, collectives formed orientational packs that con-
tained 45 ± 22 cells at 24 h and grew to 237 ± 45 cells by 72 h
(mean ± SEM, Fig. 3c, Supplementary Table 1).

Second, we used cellular trajectories to measure dynamic
cooperativity that defined migratory packs (Fig. 3b). Using optical
flow over cell-sized neighborhoods102, cellular trajectories were
constructed by integration. We then used the same community-
finding algorithm as above, but here applied to trajectory
orientations rather than cell shape orientations (see “Methods”
section, Fig. 3b). As a measure of effective pack diameter we used
(4a/π)1/2, where a is pack area. In jammed layers, cellular
collectives exhibited small dynamic packs spanning 76 ± 31 µm
and containing ~11 ± 7 cells (see “Methods” section, Supplemen-
tary Table 1). Interestingly, during pEMT, cells initially moved in
dynamic packs spanning 223 ± 67 µm containing ~71 ± 29 cells at
24 h, but these packs disappeared over a time-course matching
the disruption of the tight and adherens junctions (Figs. 2b, c
and 3b, d). By contrast, during UJT cellular collectives initially
exhibited relatively smaller dynamic packs spanning 115 ± 36 µm
containing ~19 ± 9 cells at 24 h, but grew to packs spanning
328 ± 74 µm containing ~139 ± 55 cells at 72 h (Fig. 3b, d,
Supplementary Table 1).

To determine cellular cooperativity, we employed independent
metrics for cellular structure and migratory dynamics. During
UJT, structural orientation packs rose monotonically from 24 to
72 h, whereas dynamic orientation packs leveled off from 48 to
72 h (Fig. 3). Despite this unexplained discordance, our data
indicate that after UJT, but not after pEMT, structure and
dynamics became increasingly cooperative. These observations
(Figs. 2, 3, Supplementary Figs. 2 and 3), taken together, indicate
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that coordinated cellular movement during UJT occurred in
conjunction with maintenance of epithelial morphology and
barrier function (Table 1). These data are consistent with an
essential role for intact junctions in cellular cooperation103–108,
but are the first to show emergence of coordinated cellular
migration in a fully confluent epithelium with no evidence of
mixed E/M characteristics or pEMT.

pEMT versus UJT: discriminating among fluid-like phases.
Results above identify two distinct migratory mechanisms, one
arising from pEMT and the other from UJT. To better under-
stand underlying mechanical factors that differentiate pEMT
versus UJT, we extend previous computational analyses based on
so-called vertex models37,39,91,92,109–112. This extended model is
described in detail in the Supplementary Methods and is referred
to here as the dynamic vertex model (DVM). In the DVM each
cell within the confluent epithelial layer adjusts its position and its

shape so as to minimize local mechanical energy. This energy, in
turn, derives from three main contributions: deformability of the
cytoplasm and associated changes of cell area; contractility of
the apical actin ring and associated changes of its perimeter;
and homotypic binding of cell–cell adhesion molecules, such as
cadherins, together with extensibility of attendant contractile
elements and associated changes in cell perimeter37,109,110. These
structures and associated energies, taken together, lead to a pre-
ferred cell perimeter, p0, and determine the tension borne along
the cell–cell junction, here called edge tension37,109,110. Impor-
tantly, contributions of cortical contraction and cell–cell adhesion
to system energy are of opposite signs and are therefore seen to be
in competition113; cortical contraction favors a shorter cell peri-
meter whereas cell–cell adhesion favors a longer cell perimeter.
Equivalently, decreasing cortical contraction causes edge tension
to decrease whereas decreasing cell–cell adhesion causes edge
tension to increase. As elaborated in the Supplementary Methods,
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DVM departs from previous analyses by allowing cell–cell junc-
tions to become curved and tortuous, much as is observed during
pEMT. Edge tortuosity can arise in regions where the effects of
edge tension becomes small compared with intracellular pressure
differences between adjacent cells.

In the DVM, increasing p0 mimics well progressive disruption
of the cell–cell-junction and is thus seen to reflect the known
physical effects of pEMT (Fig. 4a). For example, when p0 is small
and propulsive forces are small the cell layer remains jammed
(panel i). Cells on average assume disordered but compact
polygonal shapes37,109 and cell–cell junctions are straight. But as
p0 is progressively increased cell shapes become progressively
more elongated and cell edges become increasingly curvilinear
and tortuous, as if slackened (panels ii and iii). Indeed, edge
tensions progressively decrease (as depicted by intensities of the
lines) with a transition near p0= 4.1, at which point edge tensions
approach zero and edge tortuosity begins to rise (Fig. 4b). Loss of
edge tension coincides with fluidization of the layer and a small
increase in cell speed (inset), at which point the shear modulus114

and energy barriers vanish (Supplementary Fig. 6a). Importantly,
for p0 to increase as cell–cell adhesion diminishes, as necessarily
occurs as pEMT progresses, DVM suggests that cortical
contraction must diminish even faster. Vanishing edge tension
in the fluidized state is consistent with the notion that EMT
weakens cell–cell contacts, and junctions therefore become unable
to support mechanical forces.

When propulsive forces, v0, are increased while p0 is kept fixed,
results mimic well the known physical effects of UJT (Fig. 4c).
Cell shapes become progressively elongated but cell edges remain
straight (panels iv–vi). Edge tension increases but without an
increase in edge tortuosity (Fig. 4d). Simultaneously, the speed of
the cell migration increases appreciably (inset). This increase in
cell speed coincides with fluidization of the layer, at which point
cellular propulsion has become sufficient to overcome energy
barriers that impede cellular rearrangements (Supplementary
Fig. 6b, c). Thus, DVM predicts a dominant role for propulsion
during UJT. Indeed, previous experimental work has linked
traction forces, propulsion, and collective epithelial migration115,
which has been further shown to require ERK activation97,116.
ERK activation, which is required for compression-induced UJT
(Supplementary Fig. 5), thus provides a mechanistic link between
theory and experiment.

During UJT versus pEMT, the DVM predicts, further, that two
different metrics of cell shape diverge (Fig. 5a). The cellular AR
emphasizes cellular elongation but deemphasizes tortuosity
whereas the shape index, q (perimeter/(area1/2)) also depends

on elongation but emphasizes tortuosity. Indeed, direct measure-
ments of AR versus q from cells undergoing UJT versus pEMT
are consistent with the predicted relationship between AR versus
q (Fig. 5a, Supplementary Fig. 6d). As regards cell shapes and
their changes, UJT versus pEMT are therefore seen to follow
divergent pathways. Together, these results attribute the effects of
pEMT mainly to diminished edge tension but attributes those of
UJT mainly to augmented cellular propulsion. As such, DVM
provides a physical picture that helps to explain how the
manifestations of pEMT versus UJT on cell shape and cell
migration are distinct.

We then used DVM to better understand emergence of
collective behavior during UJT (Fig. 3). In promoting collective
behaviors, previous computational approaches have pointed
toward the importance of cell motility, cell–cell interactions,
persistence, confinement, and heterogeneity43,117–122. We wish to
emphasize, however, that these approaches often impose on an ad
hoc basis a local penalty when any given cell fails to align with its
immediate neighbors49,121–124. Cooperativity and flocking are
therefore built into such theories ab initio, and thus are virtually
guaranteed to arise. DVM, by contrast, imposes no such penalty.
When they arise in DVM simulations, cooperativity and flocking
are therefore spontaneous and emergent. Using DVM we assign
to each cell a migratory persistence time, τp, which naturally gives
rise to a single cell migratory persistence length, in units of
average cell diameter, l0 ¼ v0τp=Γ where Γ is the viscous damping
coefficient on each cell (Supplementary Methods)92.

When persistence is small cooperative packs remain few and
small. But as persistence progressively increases prominent cell
packs are seen to emerge and grow (Fig. 4e, f). Such predicted
dependence of the size of the collective emergent pack upon the
persistence of individual cells is explained in terms of how the local
energy barrier to cellular rearrangement is overcome. When
persistence is small the local energy barrier to rearrangement can
be overcome, and associated unjamming and migration can occur,
only through the application of local cellular propulsive forces
(panel vii). In the DVM these localized cellular rearrangements are
stochastic and, therefore, result in random uncoordinated patterns
of cellular migration and correspondingly small packs (panel vii).
When persistence becomes larger, however, cell displacements
become spontaneously coordinated across multiple cell diameters,
and propulsive forces tend to become aligned and cooperative. As
such, the cellular collective tends to unjam via cooperative pack-
based migration rather than localized granular rearrangements
(panels viii and ix). Equivalently, in the limit of more persistent yet
uncoordinated cellular propulsive forces, low frequency (i.e. low
energy) elastic mechanical modes become available to the system as
opposed to the high-frequency modes which are associated with
localized rearrangements. Since low-frequency elastic modes are
spatially extended and collective in nature, larger migratory packs
emerge92,125. This mode of collective migration has also been
theoretically predicted recently by Henkes et al.126.

As persistence is increased, DVM thus predicts that pack size
and cell speed increase in concert (Figs. 4f and 5b). Direct
measurements of cell speed versus mean pack size from cells
undergoing UJT confirm the predicted relationship (Fig. 5b).
Emergence of coordinated cell movement facilitates more efficient
migration (Figs. 4e, f and 5b).

To explain how the confluent epithelial collective can transition
from a solid-like to a fluid-like phase, experimental and
computational results, taken together, thus point to a unified
physical picture of two distinct mechanisms. In pEMT, fluidiza-
tion arises mainly from reduction in junctional integrity and loss
of edge tension. In UJT, by contrast, fluidization arises mainly
from increased propulsion or persistence. Moreover, UJT is

Table 1 Across dynamic, structural, and molecular
characteristics, pEMT and UJT are distinct.

Evidence pEMT UJT

Motility ↑ ↑↑↑
Cell elongation ↑ ↑↑↑
Junctional Integrity ↓ Intact
Layer integrity Disrupted Intact
Apical/basal polarity Lost Intact
Epithelial markers ↓ Intact
Mesenchymal markers ↑ Not detected
Structural packs No Yes; increased

over time
Cooperative motion Initial trend,

then lost
Yes; increased
over time

Across all characteristics, pEMT and UJT diverge. Trends are reported for pEMT and UJT,
relative to the jammed condition. These findings establish that UJT is sufficient to account for
vigorous epithelial layer migration even in the absence of pEMT.
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marked by emergent migratory packs together with a systematic
tendency for cellular elongation.

Discussion
Development, wound repair, and cancer metastasis are funda-
mental biological processes. In each process cells of epithelial
origin are ordinarily sedentary but can become highly migratory.
To understand the mechanisms by which an epithelial layer can
transition from sedentary to migratory behavior, the primary
mechanism in many contexts had been thought to require EMT
or pEMT5,127–130. During EMT/pEMT cells lose apico-basal
polarity and epithelial markers, while they concurrently gain
front-to-back polarity and mesenchymal markers. Each cell

thereby frees itself from the tethers that bind it to surrounding
cells and matrix and assumes a migratory phenotype. In the
process, epithelial barrier function becomes compromised. Here
by contrast we establish the UJT as a distinct migratory process in
which none of these events pertain. Collective epithelial migration
can occur through UJT without EMT or pEMT.

EMT/pEMT refers not to a unique biological program but
rather to any one of many programs, each with the capacity to
confer on epithelial cells an increasingly mesenchymal
character12,127. In doing so, EMT/pEMT tends to be a focal event
wherein some cue stimulates a single cell—or some cell sub-
population—to delaminate from its tissue of origin and thereafter
migrate to potentially great distances26,131. As such, EMT likely
evolved as a mechanism that allows individual epithelial cells or
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Fig. 4 Changes in tension, propulsion. and persistence in the dynamic vertex model (DVM) leads to different modes of fluidization in a confluent cell
layer. a When p0 is small and propulsive forces (v0) are sufficiently small, the cell layer is jammed (i). Cells on average assume compact polygonal
shapes37,109, and cell–cell junctions are straight. As p0 progressively increases cell shapes become elongated (ii) and cell edges become increasingly
tortuous, as if slackened (iii). Further, as p0 increases, tension in the cell edges decreases (depicted by color intensities). b Increasing p0 decreased mean
edge tension (green), with a transition near p0= 4.1, at which point edge tensions dropped to near zero and edge tortuosity began to rise (orange). This
loss of edge tension coincides with a solid–fluid transition of the layer, at which point the shear modulus114 and energy barriers vanish (Supplementary
Fig. 4a). c If p0 is moderate (p0= 4) and propulsive force v0 is small the cell layer is immobile (iv). As v0 is progressively increased, however, cell shapes
elongate but cell–cell junctions remain straight (v, vi). Further, as v0 increases, edge tensions increase. d Increasing v0 increases edge tension (green) but
without an increase in edge tortuosity (orange). Simultaneously, the speed of the cell migration increases (inset). This increase in cell speed coincides with
fluidization of the layer: v0 becomes sufficient to overcome energy barriers that impede cellular rearrangements. Data presented in b and d are mean ± SD
for n= 7–20 independent simulations for each datapoint. e Increasing the single cell persistence length l0 (in units of the average cell diameter, see
Supplementary Methods) at constant p0= 4 and v0= 1.2 leads to the emergence of growing migrating packs (vii–ix)92,126. Single cell velocity is
represented as a vector; the largest pack is highlighted. f The median size of migrating packs (green circles) and corresponding average cell speeds (orange
squares) increase in tandem as l0 increases. Data presented in f are mean ± SD for n= 8–9 independent simulations for each datapoint. The linear sizes of
the packs are measured relative to the size of the simulation window (Supplementary Methods). The largest migrating packs are also shown (green
triangles), which grow to the size of the simulation window for l0 > 100, highlighting the scalability and robustness of pack formation in DVM.
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cell clusters to separate from neighbors within the cell layer and
thereafter invade and migrate through adjacent tissue132. Like
EMT/pEMT, the UJT is observed in diverse contexts and may
encompass a variety of programs37–39,41–49,87. But by contrast
with EMT/pEMT, UJT comprises an event that is innately col-
lective, wherein some cue stimulates cells constituting an inte-
grated tissue to migrate collectively and cooperatively133. Due to
the presence of a non-degradable basal transwell-insert, epithelial
cells in our system cannot invade, and thus we could not compare
invasion phenotypes between UJT and pEMT. Nonetheless, our
data are consistent with the hypothesis that UJT might have
evolved as a mechanism that allows epithelial rearrangements,
migration, remodeling, plasticity, or development within a tissue
under the physiological constraint of preserving tissue continuity,
integrity, and barrier function.

We establish here in the mature layer of primary HBE cells that
UJT does not require pEMT. That finding in turn motivates three
new questions. First, UJT has now been observed across diverse
biological systems37–39,41–49, but we do not yet know whether
UJT is governed across these diverse systems by unifying biolo-
gical processes or conserved signaling pathways. Second, although
we now know that UJT can occur in the absence of pEMT, it
remains unclear if pEMT can occur in the absence of UJT. This
question is illustrated, for example, by the case of ventral furrow
formation during gastrulation in the embryo of Drosophila mel-
anogaster, which requires the actions of EMT transcription fac-
tors134–136. Prior to full expression of EMT and dissolution of
cell–cell junctions in Drosophila, embryonic epithelial cells have
been shown to unjam; cell shapes elongate and become more
variable as cells begin to rearrange and migrate39. Supporting that
notion, our data in HBE cells point towards a role for UJT in the
earliest phase of pEMT; when junctional disruption and expres-
sion of EMT transcription factors and mesenchymal markers are

apparent but minimal (24 h; Supplementary Figs. 2 and 3),
wherein cells are seen to unjam, elongate, and migrate in large
dynamic packs (Figs. 1a, b and 3d). These observations argue
neither for nor against the necessity of EMT for progression of
metastatic disease127,129,137,138, but do suggest the possibility of
an ancillary mechanism.

In many cases the striking distinction between EMT/pEMT
versus UJT as observed here is unlikely to be so clear cut. It has
been argued, for example, that EMT-induced intermediate cell
states are sufficiently rich in their confounding diversity that they
cannot be captured along a linear spectrum of phenotypes flanked
at its extremes by purely epithelial versus mesenchymal states5,16. In
connection with a cellular collective comprising an integrated tissue,
observations reported here demonstrate, further, that fluidization
and migration of the collective is an even richer process than had
been previously appreciated. Mixed epithelial and mesenchymal
characteristics, and the interactions between them, are thought to be
essential for carcinoma cell invasion and dissemination13,14,16,20,120,
but how UJT might fit into this physical picture remains
unclear139,140. More broadly, the Human Lung Cell Atlas now
points not only to dramatic heterogeneities of airway cells and cell
states, but also to strong proximal-to-distal gradients along the
airway tree141. But we do not yet know how these heterogeneities
and their spatial gradients might impact UJT locally, or, conversely,
how UJT might impact these gradients. In that light, the third and
last question raised by this work is the extent to which EMT/pEMT
and UJT might work independently, sequentially, or cooperatively
to effect morphogenesis, wound repair, and tissue remodeling, as
well as fibrosis, cancer invasion, and metastasis142,143.

Methods
Cell culture. Primary HBE cells at passage 2 were differentiated in ALI, described
below37,81,83–85. Primary HBE cells were isolated at Passage 0 at the Marsico Lung
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Fig. 5 In theory and experiment, cell shape and collective dynamics discriminate UJT from pEMT. The dynamic vertex model (DVM) attributes the
effects of pEMT mainly to diminished edge tension but attributes those of UJT mainly to augmented cellular propulsion. a DVM predicts that during UJT
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perimeter/(area1/2)). Increasing p0 (- - -) moderately increases AR but substantially increases q, resulting in somewhat elongated cells with tortuous
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of AR and q from cells undergoing UJT (blue squares) or pEMT (red triangles) are consistent with those predictions. Insets show traced cell edges from
representative images of cells in each state. During pEMT edge tension decreases as junctional adhesion decreases, and as cells elongate q increases more
quickly than AR. Cell–cell junctions become increasingly tortuous and slack. During UJT, by contrast, edge tension increases as cellular propulsion v0
increases, AR and q increase in tandem, and cells elongate. Cell–cell junctions remain straight and taut. Theory and experimental data, taken together,
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thus provide a physical picture of two distinct mechanisms of transition of a cellular collective from a solid-like to a fluid-like state.
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Institute/Cystic Fibrosis Research Center at the University of North Carolina,
Chapel Hill. Human lungs unsuitable for transplanataion were obtained under
protocol #03-1396 approved by the University of North Carolina at Chapel Hill
Biomedical Institutional Review Board. Informed consent was obtained from
authorized representatives of all organ donors. Lungs were from non-smokers with
no history of chronic lung disease. Demographic information is available for all
donors used in our study upon request. Cells were expanded to Passage 2 in our
lab, and used for all experiments at Passage 2, as described in the manuscript.

Passage 2 primary HBE cells were plated onto type I collagen (0.05 mg/ml)
coated transwell inserts (Corning, 12 mm, 0.4 µm pore, polyester) and maintained
in a submerged condition for 4–6 days. Culture media consisted of a 1:1 mixture of
DMEM (high glucose, 4.5 g/L) and bronchial epithelial basal medium (BEBM,
Lonza) supplemented with bovine pituitary extract (BPE, 52 µg/ml), epidermal
growth factor (EGF, 0.5 ng/ml), epinephrine (0.5 µg/ml), hydrocortisone (0.5 µg/
ml), insulin (5 µg/ml), triiodothyronine (6.5 ng/ml), transferrin (10 µg/ml),
gentamicin (50 µg/ml), amphotericin-B (50 ng/ml), bovine serum albumin (1.5 µg/
ml), nystatin (20 units/ml), and retinoic acid (50 nM). Thus, for the entire culture
period, HBE cells were maintained in defined, serum-free media81. Once the layer
became confluent, medium was removed from the apical surface and the ALI
condition was initiated. Over 14–17 days in ALI, the cells differentiated and formed
a pseudostratified epithelium which recapitulated the cellular architecture and
constituency of the intact human airway39,63,64,86,144. Prior to the experiments,
cells were maintained for 20 h with minimal medium depleted of EGF, BPE, and
hydrocortisone. For experiments with time points longer than 24 h, cells were fed
with fresh minimal media at 48 h following the initial media change prior to
exposure.

Experiments were repeated with primary cells from at least n= 3–4 donors in
independent experiments. HBE cells were derived from donors with no history of
smoking or respiratory disease, as used in our previous studies37,81,83–85.
Experimental quantifications are shown across all donors and reported n is number
of independent donors used.

To initiate pEMT, cells were treated with recombinant human TGF-β1 (10 ng/
ml, Cell Signaling Technology)67. This dose of TGF-β1 was chosen according to a
dose-dependent experiment at 1, 10, and 50 ng/ml, at which EMT is induced in a
variety of systems145–149. In well-differentiated HBE cells, 10 ng/ml is an effective
dose to induce hallmarks of complete EMT at 14 days (Supplementary Fig. 4). Our
analysis was performed between 24 and 72 h, while cells exhibited widely accepted
signatures of pEMT5,8. Based on dose, we found slight variations in the exact levels
of epithelial and mesenchymal markers but our conclusions remain unchanged. To
initiate UJT, cells were exposed to mechanical compression with an apical-to-basal
pressure differential of 30 cm H2O37,81–85. Briefly, silicon plugs with an access port
were press-fit into the top of each transwell. Access ports were either open to room
air for sham controls or connected to 5% CO2 (balanced room air) compressed to
30 cm H2O. Cells were exposed to compressed air for 3 h. Time-matched control
cells were set up with vehicle treatment for TGF-β1 and a sham pressure for
mechanical compression. For each donor and experiment, time-matched controls,
TGF-β1-treated, and compressed conditions were all performed in parallel, with
each experiment stopped at the indicated time (Supplementary Fig. 1 for
experimental setup).

Protein and mRNA expression analysis. We detected protein levels by western
blot analysis as described previously81. Cell lysates were collected into 150 µl 2×
Laemmli buffer with 1 M DTT at 24, 48, or 72 h after initial exposure to stimuli
(vehicle/sham, TGF-β1 at 10 ng/ml, or compression at 30 cm H2O). The following
antibodies and dilutions were used, with primary antibody diluted in 5% skim milk
or 5% BSA according to the manufacturer’s instructions: E-cadherin (1:10,000), N-
cadherin (1:1000), Snail1 (1:1000), vimentin (1:1000), GAPDH (1:5000), all from
Cell Signaling Technology; EDA-fibronectin (1:1000, Sigma). We report fold-
changes of normalized protein levels compared either to vehicle control (for E-
cadherin) or to TGF-β1—treated at 72 h (for mesenchymal markers) across n= 3
donors.

We detected mRNA expression as previously described84. Cells were collected
from the conditions and donors as described above at 3, 24, or 48 h after the initial
exposure to stimuli, and RNA was isolated from cell lysates using the RNeasy Mini
Kit (Qiagen) following the manufacturer’s instructions. Real-time qRT-PCR was
performed using primers listed in Supplementary Table 2, and fold-changes were
calculated by the comparative ΔΔCt method150.

Immunofluorescence staining. At 24, 48, or 72 h after initial exposure to stimuli,
cells were fixed with either: 4% paraformaldehyde in PBS with calcium and mag-
nesium for 30 min at room temperature; or, 100% methanol at −20 °C for 20 min.
Cells were permeabilized with 0.2% Triton X-100 for 15 min and blocked with 1%
bovine serum albumin and 10% normal goat serum for 1 h. Cells were stained for
F-actin (Alexa fluor 488-Phalloidin, 1:40, 30 min) or for proteins of interest, as
follows: E-cadherin (1:200, Cell Signaling Technology), ZO-1 (1:100, Thermo-
Fisher), vimentin (1:100, Cell Signaling Technology), cellular fibronectin (Extra
Domain A splice variant, denoted FN-EDA, 1:200, EMD Millipore). Cells were
counterstained with Hoechst 33342 (1:5000) for nuclei. Following staining, trans-
well membranes were cut out from the plastic support and mounted on glass slides
(Vectashield). Slides were imaged using Zen Blue 2.0 software on a Zeiss Axio

Observer Z1 using an apotome module. Maximum intensity images were generated
in ImageJ (v 1.52n). Side view images were reconstructed from a z-stack, while top
down images were maximum intensity projections generated ~10 µm of the z-
stack.

Live imaging and dynamic analysis. To determine cellular dynamics, time-lapse
movies were acquired and analyzed. Images were taken every 6 min for 6 h, ending
at 24, 48, or 72 h after initial exposure to stimuli. Phase contrast images were
acquired using Zen Blue 2.0 software on a Zeiss Axio Observer Z1 with stage
incubator (37 °C, 5% CO2). Time-lapse movies were analyzed using custom soft-
ware written in Matlab (R2019a). Cellular dynamics were determined using an
optical flow algorithm. The movies were registered to sub-pixel resolution using a
discrete Fourier transform method151. Flow fields were calculated from the regis-
tered movies using Matlab’s OpticalFlowFarneback function (R2019a). Trajectories
were seeded from the movie’s first frame using a square grid with spacing com-
parable to the cell size and obtained from forwards-integration of the flow fields;
for our field of view there were about 4000 trajectories. The average speed was
calculated from the displacement during a two-hour window, and the effective
diffusivity was calculated from the slope of the mean square displacement.

Permeability. Epithelial barrier function was determined by a dextran-FITC flux
assay, as described previously81. Directly following time-lapse imaging of HBE
cells, 1 mg/ml dextran-FITC (40 kDa; Invitrogen) was added to the apical surface of
cells. After 3 h, medium was collected from the basal chamber, and used for
measuring fluorescence intensity of FITC. Fluorescence intensity measured in
media from stimulated cells is expressed as fold-change relative to that in the media
from time-matched control cells.

Cell shape analysis. To determine cell shape distributions, we marked cellular
boundaries and measured shape characteristics as described below. To mark cel-
lular boundaries, we segmented immunofluorescent cell images using SeedWater
Segmenter (v0.5.7.1)13. Images used were maximum intensity projections of ZO-1
and E-cadherin at the apical region of the cell layer. Segmented images were used to
determine cell boundaries and extract cell shape information, including apical cell
area, perimeter, and AR from major and minor axes of an equivalent ellipse. This
fitted ellipse has equivalent eigenvalues of the second area moment as of the
polygon corresponding to the cell boundaries, as published previously39. In addi-
tion to cell AR, we computed the cell shape index q= perimeter/√ area. We also
extracted individual cell edges and computed the end-to-end distance and the
contour distance along the edge to compute the edge tortuosity:

Tortuosity ¼ contour length
end� to� end length

ð1Þ

Structural and dynamic cluster analysis. Orientation clusters, or packs, were
determined from both cell shape orientation and from cell trajectory orientation,
using a community-finding algorithm as described below. Cell shape orientation
was determined from segmented immunofluorescent cell images, while cell tra-
jectory orientation was determined from dynamic flow fields. Each cell or trajectory
possessed orientation θj with respect to a global axis of reference. The method
below was developed for cell shape orientation clusters and was then applied to cell
trajectories to determine dynamic orientation clusters. The determination of
orientation clusters started by initiating a neighbor-count on each cell in a given
image. We detected the number of neighbors mi of the ith cell possessed similar
orientations within a cutoff δθ= ±10°. This led to an increase of neighbor-count on
each of these neighbor cells of cell i by the number mi. We created the set of these
neighbor cells for cell i and repeated this neighbor-finding for each of the other
members in the set except cell i. We increased the neighbor-counts on all the
members by the newly found number of neighbors and updated the set of con-
nected cells. We continued to look for neighbors for all the new members of the set
until we were unable to find a neighbor with similar orientation for any new
member. This gave us a cluster of structurally connected cells where each of the
cells have at least one neighbor with orientation within δθ. We called this an
orientation-based cluster or a structural pack. We determined the mean pack-size
per cell by counting, for each cell, the number of cells in its pack, and averaging.
This can be expressed mathematically as follows: if in the jth structural pack there
are sj number of cells, and there are Nc cells in an image, the mean pack-size per
cell would be s ¼ ð1=NcÞ

PNc
j¼1 sj . A null test for our algorithm was to set δθ= ±90°

and find that all cells in an image became part of the same connected cluster giving
a mean pack-size equal to the number of cells.

We performed the same pack-size analysis on the cellular trajectories obtained
from the velocity field determined using optical flow. We applied a uniform speed
threshold equal to the mean speed on each image and then a cutoff on the
orientations of velocity vectors given by δθ= 10°. The rest of the calculation
proceeded as above. Once we obtained the number of velocity vectors in each
dynamic pack, we converted this to a two-dimensional area corresponding to the
size of the pack. We then expressed an effective pack size according to the (4a/π)1/2,
where a is pack area. We also converted this areal pack size into an approximate
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number of cells by using the average cell size determined for control cells for four
donors, from the shape analysis described above.

Statistics and reproducibility. All of the data was analyzed in Matlab using
custom scripts. To determine statistical significance, we ran an ANOVA for each
data set, comparing across the multiple donors used. This was followed by a post-
hoc analysis using a Bonferroni correction, and p < 0.05 was considered significant.

All experiments were repeated independently with HBE cells derived from at
least three donors with two biological replicates per condition and timepoint.
Dynamic measurements (Figs. 1c, d and 3d; Supplementary Fig. 5b) and functional
measurements (Fig. 1d) were repeated in n= 4 donors while structural
measurements (Figs. 1e, 2d, and 3c) were repeated in n= 3 donors. Individual data
points for each donor are shown. For each biological replicate used to obtain
dynamic measurements, corresponding to an individual transwell, timelapse
imaging movies were taken from 6 to 18 fields of view, from which ~4000
trajectories were obtained via optical flow, described above. For each biological
replicate used to obtain structural measurements, two fields of view were taken,
from which ~2000 cells were evaluated.

Protein measurements (Fig. 2h, Supplementary Figs. 2d and 3d) were repeated
in n= 3 donors from independent experiments with two biological replicates per
condition and timepoint. Western blots were loaded in parallel and both run and
imaged with identical conditions, and each blot was normalized to its own internal
loading control of GAPDH. The blots show representative data which was
consistent across the n= 3 donors used.

Immunofluorescent images comparing three experimental interventions across
three timepoints (Fig. 2a–c, f, g and Supplementary Figs. 2a–c, 3a, b) were not
quantified. Included images were representative, and display morphology and
localization of epithelial and mesenchymal markers that was consistent across n=
3 donors and two biological replicates per donor.

Reporting summary. Further information on research design is available in the Nature
Research Reporting Summary linked to this article.

Data availability
Data, both raw and analyzed, that comprise the graphs within this manuscript and other
findings of this study are available from the corresponding author upon request. The
source data underlying all graphs, along with uncropped western blots, are provided as a
Source Data file. Source data are provided with this paper.

Code availability
The code used to process the data and generate the graphs within this manuscript is
available from the corresponding author upon request.

Received: 7 December 2019; Accepted: 10 September 2020;

References
1. Rorth, P. Collective cell migration. Annu. Rev. Cell Dev. Biol. 25, 407–429

(2009).
2. Thiery, J. P., Acloque, H., Huang, R. Y. & Nieto, M. A.

Epithelial–mesenchymal transitions in development and disease. Cell 139,
871–890 (2009).

3. Sturm, A. & Dignass, A. U. Epithelial restitution and wound healing in
inflammatory bowel disease. World J. Gastroenterol. 14, 348–353 (2008).

4. Friedl, P. & Gilmour, D. Collective cell migration in morphogenesis,
regeneration and cancer. Nat. Rev. Mol. Cell Biol. 10, 445–457 (2009).

5. Nieto, M. A., Huang, R. Y., Jackson, R. A. & Thiery, J. P. Emt: 2016. Cell 166,
21–45 (2016).

6. Hay, E. D. An overview of epithelio-mesenchymal transformation. Acta Anat.
154, 8–20 (1995).

7. Boyer, B., Tucker, G. C., Valles, A. M., Franke, W. W. & Thiery, J. P.
Rearrangements of desmosomal and cytoskeletal proteins during the
transition from epithelial to fibroblastoid organization in cultured rat bladder
carcinoma cells. J. Cell Biol. 109, 1495–1509 (1989).

8. Campbell, K. & Casanova, J. A common framework for EMT and collective
cell migration. Development 143, 4291–4300 (2016).

9. Hay, E. D. Interaction of embryonic surface and cytoskeleton with
extracellular matrix. Am. J. Anat. 165, 1–12 (1982).

10. Hay, E. D. Theory for epithelial–mesenchymal transformation based on the
“fixed cortex” cell motility model. Cell Motil. Cytoskelet. 14, 455–457 (1989).

11. Savagner, P. Epithelial–mesenchymal transitions: from cell plasticity to
concept elasticity. Curr. Top. Dev. Biol. 112, 273–300 (2015).

12. Yang, J. et al. Guidelines and definitions for research on
epithelial–mesenchymal transition. Nat. Rev. Mol. Cell Biol. 21, 341–352
(2020).

13. Pastushenko, I. & Blanpain, C. EMT transition states during tumor
progression and metastasis. Trends Cell Biol. 29, 212–226 (2019).

14. Pastushenko, I. et al. Identification of the tumour transition states occurring
during EMT. Nature 556, 463–468 (2018).

15. Piacentino, M. L., Li, Y. & Bronner, M. E. Epithelial-to-mesenchymal
transition and different migration strategies as viewed from the neural crest.
Curr. Opin. Cell Biol. 66, 43–50 (2020).

16. Derynck, R. & Weinberg, R. A. EMT and cancer: more than meets the eye.
Dev. Cell 49, 313–316 (2019).

17. Revenu, C. & Gilmour, D. EMT 2.0: shaping epithelia through collective
migration. Curr. Opin. Genet. Dev. 19, 338–342 (2009).

18. Jolly, M. K. et al. Implications of the hybrid epithelial/mesenchymal
phenotype in metastasis. Front. Oncol. 5, 155 (2015).

19. Jolly, M. K., Ware, K. E., Gilja, S., Somarelli, J. A. & Levine, H. EMT and MET:
necessary or permissive for metastasis? Mol. Oncol. 11, 755–769 (2017).

20. Aiello, N. M. et al. EMT subtype influences epithelial plasticity and mode of
cell migration. Dev. Cell 45, 681–695 e684 (2018).

21. Lu, W. & Kang, Y. Epithelial–mesenchymal plasticity in cancer progression
and metastasis. Dev. Cell 49, 361–374 (2019).

22. Dongre, A. & Weinberg, R. A. New insights into the mechanisms of
epithelial–mesenchymal transition and implications for cancer. Nat. Rev. Mol.
Cell Biol. 20, 69–84 (2018).

23. McMahon, A., Reeves, G. T., Supatto, W. & Stathopoulos, A. Mesoderm
migration in Drosophila is a multi-step process requiring FGF signaling and
integrin activity. Development 137, 2167–2175 (2010).

24. Futterman, M. A., Garcia, A. J. & Zamir, E. A. Evidence for partial epithelial-
to-mesenchymal transition (pEMT) and recruitment of motile blastoderm
edge cells during avian epiboly. Dev. Dyn. 240, 1502–1511 (2011).

25. Johnen, N., Francart, M. E., Thelen, N., Cloes, M. & Thiry, M. Evidence for a
partial epithelial–mesenchymal transition in postnatal stages of rat auditory
organ morphogenesis. Histochem. Cell Biol. 138, 477–488 (2012).

26. Lim, J. & Thiery, J. P. Epithelial–mesenchymal transitions: insights from
development. Development 139, 3471–3486 (2012).

27. Savagner, P. et al. Developmental transcription factor slug is required for
effective re-epithelialization by adult keratinocytes. J. Cell. Physiol. 202,
858–866 (2005).

28. Leopold, P. L., Vincent, J. & Wang, H. A comparison of epithelial-to-
mesenchymal transition and re-epithelialization. Semin. Cancer Biol. 22,
471–483 (2012).

29. Grande, M. T. et al. Snail1-induced partial epithelial-to-mesenchymal
transition drives renal fibrosis in mice and can be targeted to reverse
established disease. Nat. Med. 21, 989–997 (2015).

30. Tsai, J. H., Donaher, J. L., Murphy, D. A., Chau, S. & Yang, J. Spatiotemporal
regulation of epithelial–mesenchymal transition is essential for squamous cell
carcinoma metastasis. Cancer Cell 22, 725–736 (2012).

31. Tran, H. D. et al. Transient SNAIL1 expression is necessary for metastatic
competence in breast cancer. Cancer Res. 74, 6330–6340 (2014).

32. Beerling, E. et al. Plasticity between epithelial and mesenchymal states unlinks
EMT from metastasis-enhancing stem cell capacity. Cell Rep. 14, 2281–2288
(2016).

33. Pawlizak, S. et al. Testing the differential adhesion hypothesis across the
epithelial−mesenchymal transition. New J. Phys. 17, 083049 (2015).

34. Ocana, O. H. et al. Metastatic colonization requires the repression of the
epithelial–mesenchymal transition inducer Prrx1. Cancer Cell 22, 709–724
(2012).

35. Barriga, E. H. & Mayor, R. Adjustable viscoelasticity allows for efficient
collective cell migration. Semin. Cell Dev. Biol. 93, 55–68 (2018).

36. Rogel, M. R. et al. Vimentin is sufficient and required for wound repair and
remodeling in alveolar epithelial cells. FASEB J. 25, 3873–3883 (2011).

37. Park, J. A. et al. Unjamming and cell shape in the asthmatic airway epithelium.
Nat. Mater. 14, 1040–1048 (2015).

38. Park, J. A., Atia, L., Mitchel, J. A., Fredberg, J. J. & Butler, J. P. Collective
migration and cell jamming in asthma, cancer and development. J. Cell Sci.
129, 3375–3383 (2016).

39. Atia, L. et al. Geometric constraints during epithelial jamming. Nat. Phys. 14,
613–620 (2018).

40. Shellard, A. & Mayor, R. Rules of collective migration: from the wildebeest to
the neural crest. Philos. Trans. R. Soc. Lond. B 375, 20190387 (2020).

41. Park, J. A. & Fredberg, J. J. Cell jamming in the airway epithelium. Ann. Am.
Thorac. Soc. 13(Suppl. 1), S64–S67 (2016).

42. Mongera, A. et al. A fluid-to-solid jamming transition underlies vertebrate
body axis elongation. Nature 561, 401–405 (2018).

43. Garcia, S. et al. Physics of active jamming during collective cellular motion in
a monolayer. Proc. Natl Acad. Sci. USA 112, 15314–15319 (2015).

NATURE COMMUNICATIONS | https://doi.org/10.1038/s41467-020-18841-7 ARTICLE

NATURE COMMUNICATIONS |         (2020) 11:5053 | https://doi.org/10.1038/s41467-020-18841-7 | www.nature.com/naturecommunications 11

www.nature.com/naturecommunications
www.nature.com/naturecommunications


44. Sadati, M., Taheri Qazvini, N., Krishnan, R., Park, C. Y. & Fredberg, J. J.
Collective migration and cell jamming. Differentiation 86, 121–125 (2013).

45. Haeger, A., Krause, M., Wolf, K. & Friedl, P. Cell jamming: collective invasion
of mesenchymal tumor cells imposed by tissue confinement. Biochim. Biophys.
Acta 1840, 2386–2395 (2014).

46. Angelini, T. E. et al. Glass-like dynamics of collective cell migration. Proc. Natl
Acad. Sci. USA 108, 4714–4719 (2011).

47. Oswald, L., Grosser, S., Smith, D. M. & Käs, J. A. Jamming transitions in
cancer. J. Phys. D 50, 483001 (2017).

48. Nnetu, K. D., Knorr, M., Käs, J. A. & Zink, M. The impact of jamming on
boundaries of collectively moving weak-interacting cells. New J. Phys. 14,
115012 (2012).

49. Malinverno, C. et al. Endocytic reawakening of motility in jammed epithelia.
Nat. Mater. 16, 587–596 (2017).

50. Petridou, N. I. & Heisenberg, C. P. Tissue rheology in embryonic organization.
EMBO J. 38, e102497 (2019).

51. Garrahan, J. P. Dynamic heterogeneity comes to life. Proc. Natl Acad. Sci. USA
108, 4701–4702 (2011).

52. Katgert, G., Tighe, B. P. & van Hecke, M. The jamming perspective on wet
foams. Soft Matter 9, 9739–9746 (2013).

53. Nnetu, K. D., Knorr, M., Pawlizak, S., Fuhs, T. & Käs, J. A. Slow and
anomalous dynamics of an MCF-10A epithelial cell monolayer. Soft Matter 9,
9335–9341 (2013).

54. Vishwakarma, M., Thurakkal, B., Spatz, J. P. & Das, T. Dynamic heterogeneity
influences the leader-follower dynamics during epithelial wound closure.
Philos. Trans. R. Soc. Lond. B 375, 20190391 (2020).

55. Kim, J. H. et al. Unjamming and collective migration in MCF10A breast
cancer cell lines. Biochem. Biophys. Res. Commun. 521, 706–715 (2019).

56. O’Sullivan, M. J. et al. Irradiation induces epithelial cell unjamming. Front.
Cell Dev. Biol. 8, 21 (2020).

57. Spurlin, J. W. et al. Mesenchymal proteases and tissue fluidity remodel the
extracellular matrix during airway epithelial branching in the embryonic
avian lung. Development 146, dev175257 (2019). https://doi.org/10.1242/
dev.175257.

58. Tetley, R. J. et al. Tissue fluidity promotes epithelial wound healing. Nat. Phys.
15, 1195–1203 (2019).

59. Miroshnikova, Y. A. et al. Adhesion forces and cortical tension couple cell
proliferation and differentiation to drive epidermal stratification. Nat. Cell
Biol. 20, 69–80 (2018).

60. Palamidessi, A. et al. Unjamming overcomes kinetic and proliferation arrest in
terminally differentiated cells and promotes collective motility of carcinoma.
Nat. Mater. 18, 1252–1263 (2019).

61. Ilina, O. et al. Cell–cell adhesion and 3D matrix confinement determine
jamming transitions in breast cancer invasion. Nat. Cell Biol. 22, 1103–1115
(2020).

62. La Porta, C. A. M. & Zapperi, S. Phase transitions in cell migration. Nat. Rev.
Phys. https://doi.org/10.1038/s42254-020-0213-5 (2020). Published 25 August
2020.

63. Fulcher, M. L., Gabriel, S., Burns, K. A., Yankaskas, J. R. & Randell, S. H. Well-
differentiated human airway epithelial cell cultures. Methods Mol. Med. 107,
183–206 (2005).

64. Ross, A. J., Dailey, L. A., Brighton, L. E. & Devlin, R. B. Transcriptional
profiling of mucociliary differentiation in human airway epithelial cells. Am. J.
Respir. Cell Mol. Biol. 37, 169–185 (2007).

65. Dvorak, A., Tilley, A. E., Shaykhiev, R., Wang, R. & Crystal, R. G. Do airway
epithelium air-liquid cultures represent the in vivo airway epithelium
transcriptome? Am. J. Respir. Cell Mol. Biol. 44, 465–473 (2011).

66. Tschumperlin, D. J. et al. Mechanotransduction through growth-factor
shedding into the extracellular space. Nature 429, 83–86 (2004).

67. Hackett, T. L. et al. Induction of epithelial-mesenchymal transition in primary
airway epithelial cells from patients with asthma by transforming growth
factor-beta1. Am. J. Respir. Crit. Care Med. 180, 122–133 (2009).

68. Wiggs, B. R., Hrousis, C. A., Drazen, J. M. & Kamm, R. D. On the mechanism
of mucosal folding in normal and asthmatic airways. J. Appl. Physiol. (1985)
83, 1814–1821 (1997).

69. Yager, D. et al. Amplification of airway constriction due to liquid filling of
airway interstices. J. Appl. Physiol. (1985) 66, 2873–2884 (1989).

70. Tschumperlin, D. J. & Drazen, J. M. Mechanical stimuli to airway remodeling.
Am. J. Respir. Crit. Care Med. 164, S90–94 (2001).

71. Adams, D. C. et al. Quantitative assessment of airway remodelling and
response to allergen in asthma. Respirology 24, 1073–1080 (2019).

72. Gunst, S. J. & Stropp, J. Q. Pressure-volume and length-stress relationships in
canine bronchi in vitro. J. Appl. Physiol. (1985) 64, 2522–2531 (1988).

73. Ressler, B., Lee, R. T., Randell, S. H., Drazen, J. M. & Kamm, R. D. Molecular
responses of rat tracheal epithelial cells to transmembrane pressure. Am. J.
Physiol. Lung Cell. Mol. Physiol. 278, L1264–1272 (2000).

74. Janmey, P. A. & Miller, R. T. Mechanisms of mechanical signaling in
development and disease. J. Cell Sci. 124, 9–18 (2011).

75. Tambe, D. T. et al. Collective cell guidance by cooperative intercellular forces.
Nat. Mater. 10, 469–475 (2011).

76. Han, Y. L. et al. Cell swelling, softening and invasion in a three-dimensional
breast cancer model. Nat. Phys. 16, 101–108 (2020).

77. Guo, M. et al. Cell volume change through water efflux impacts cell
stiffness and stem cell fate. Proc. Natl Acad. Sci. USA 114, E8618–E8627
(2017).

78. Merkel, M. & Manning, M. L. Using cell deformation and motion to predict
forces and collective behavior in morphogenesis. Semin. Cell Dev. Biol. 67,
161–169 (2017).

79. Villedieu, A., Bosveld, F. & Bellaiche, Y. Mechanical induction and
competence in epithelial morphogenesis. Curr. Opin. Genet. Dev. 63, 36–44
(2020).

80. Srivastava, N., Traynor, D., Piel, M., Kabla, A. J. & Kay, R. R. Pressure sensing
through Piezo channels controls whether cells migrate with blebs or
pseudopods. Proc. Natl Acad. Sci. USA 117, 2506–2512 (2020).

81. Park, J. A., Drazen, J. M. & Tschumperlin, D. J. The chitinase-like protein
YKL-40 is secreted by airway epithelial cells at base line and in response to
compressive mechanical stress. J. Biol. Chem. 285, 29817–29825 (2010).

82. Park, J. A., Fredberg, J. J. & Drazen, J. M. Putting the squeeze on airway
epithelia. Physiology 30, 293–303 (2015).

83. Park, J. A. et al. Tissue factor-bearing exosome secretion from human
mechanically stimulated bronchial epithelial cells in vitro and in vivo. J.
Allergy Clin. Immunol. 130, 1375–1383 (2012).

84. Park, J. A. & Tschumperlin, D. J. Chronic intermittent mechanical stress
increases MUC5AC protein expression. Am. J. Respir. Cell Mol. Biol. 41,
459–466 (2009).

85. Mitchel, J. A. et al. IL-13 augments compressive stress-induced tissue factor
expression in human airway epithelial cells. Am. J. Respir. Cell Mol. Biol. 54,
524–531 (2016).

86. Lan, B. et al. Airway epithelial compression promotes airway smooth muscle
proliferation and contraction. Am. J. Physiol. Lung Cell. Mol. Physiol. 315,
L645–L652 (2018).

87. Kilic, A. et al. Mechanical forces induce an asthma gene signature in healthy
airway epithelial cells. Sci. Rep. 10, 966 (2020).

88. Kim, S. H. et al. Increased extracellular maspin levels after mechanical
compression in vitro or allergen challenge in vivo. J. Allergy Clin. Immunol.
144, 1116–1118 e1114 (2019).

89. Swartz, M. A., Tschumperlin, D. J., Kamm, R. D. & Drazen, J. M. Mechanical
stress is communicated between different cell types to elicit matrix
remodeling. Proc. Natl Acad. Sci. USA 98, 6180–6185 (2001).

90. Grainge, C. L. et al. Effect of bronchoconstriction on airway remodeling in
asthma. N. Engl. J. Med. 364, 2006–2015 (2011).

91. Bi, D., Lopez, J. H., Schwarz, J. M. & Manning, M. L. A density-independent
rigidity transition in biological tissues. Nat. Phys. 11, 1074–1079 (2015).

92. Bi, D., Yang, X., Marchetti, M. C. & Manning, M. L. Motility-driven glass and
jamming transitions in biological tissues. Phys. Rev. X 6, 021011 (2016).
https://doi.org/10.1103/PhysRevX.6.021011.

93. Diz-Munoz, A., Fletcher, D. A. & Weiner, O. D. Use the force: membrane
tension as an organizer of cell shape and motility. Trends Cell Biol. 23, 47–53
(2013).

94. Chiou, K. K., Hufnagel, L. & Shraiman, B. I. Mechanical stress inference for
two dimensional cell arrays. PLoS Comput. Biol. 8, e1002512 (2012).

95. Haynes, J., Srivastava, J., Madson, N., Wittmann, T. & Barber, D. L. Dynamic
actin remodeling during epithelial–mesenchymal transition depends on
increased moesin expression. Mol. Biol. Cell 22, 4750–4764 (2011).

96. Matsubayashi, Y., Ebisuya, M., Honjoh, S. & Nishida, E. ERK activation
propagates in epithelial cell sheets and regulates their migration during wound
healing. Curr. Biol. 14, 731–735 (2004).

97. Aoki, K. et al. Propagating wave of ERK activation orients collective cell
migration. Dev. Cell 43, 305–317 e305 (2017).

98. Tschumperlin, D. J. et al. Bronchial epithelial compression regulates MAP
kinase signaling and HB-EGF-like growth factor expression. Am. J. Physiol.
Lung Cell. Mol. Physiol. 282, L904–911 (2002).

99. Huang, C., Jacobson, K. & Schaller, M. D. MAP kinases and cell migration. J.
Cell Sci. 117, 4619–4628 (2004).

100. Liu, A. J. & Nagel, S. R. Jamming transition and marginally jammed solid.
Annu. Rev. Condens. Matter Phys. 1, 347–369 (2010).

101. Berthier, L., Flenner, E. & Szamel, G. Perspective: nonequilibrium glassy
dynamics in dense systems of active particles J. Chem. Phys. 150, 200901
(2019).

102. Vig, D. K., Hamby, A. E. & Wolgemuth, C. W. On the quantification of
cellular velocity fields. Biophys. J. 110, 1469–1475 (2016).

103. Ng, M. R., Besser, A., Danuser, G. & Brugge, J. S. Substrate stiffness regulates
cadherin-dependent collective migration through myosin-II contractility. J.
Cell Biol. 199, 545–563 (2012).

104. Cai, D. et al. Mechanical feedback through E-cadherin promotes direction
sensing during collective cell migration. Cell 157, 1146–1159 (2014).

ARTICLE NATURE COMMUNICATIONS | https://doi.org/10.1038/s41467-020-18841-7

12 NATURE COMMUNICATIONS |         (2020) 11:5053 | https://doi.org/10.1038/s41467-020-18841-7 | www.nature.com/naturecommunications

https://doi.org/10.1242/dev.175257
https://doi.org/10.1242/dev.175257
https://doi.org/10.1038/s42254-020-0213-5
https://doi.org/10.1103/PhysRevX.6.021011
www.nature.com/naturecommunications


105. Hayer, A. et al. Engulfed cadherin fingers are polarized junctional structures
between collectively migrating endothelial cells. Nat. Cell Biol. 18, 1311–1323
(2016).

106. Shamir, E. R. & Ewald, A. J. Adhesion in mammary development: novel roles
for E-cadherin in individual and collective cell migration. Curr. Top. Dev. Biol.
112, 353–382 (2015).

107. Friedl, P. & Mayor, R. Tuning collective cell migration by cell–cell junction
regulation. Cold Spring Harbor Perspect. Biol. 9, a029199 (2017). https://doi.
org/10.1101/cshperspect.a029199.

108. Padmanaban, V. et al. E-cadherin is required for metastasis in multiple models
of breast cancer. Nature 573, 439–444 (2019).

109. Bi, D., Lopez, J. H., Schwarz, J. M. & Manning, M. L. Energy barriers and cell
migration in densely packed tissues. Soft Matter 10, 1885–1890 (2014).

110. Farhadifar, R., Roper, J. C., Aigouy, B., Eaton, S. & Julicher, F. The influence of
cell mechanics, cell–cell interactions, and proliferation on epithelial packing.
Curr. Biol. 17, 2095–2104 (2007).

111. Heer, N. C. & Martin, A. C. Tension, contraction and tissue morphogenesis.
Development 144, 4249–4260 (2017).

112. Heer, N. C. et al. Actomyosin-based tissue folding requires a multicellular
myosin gradient. Development 144, 1876–1886 (2017).

113. Brodland, G. W. The differential interfacial tension hypothesis (DITH): a
comprehensive theory for the self-rearrangement of embryonic cells and
tissues. J. Biomech. Eng. 124, 188–197 (2002).

114. Yan, L. & Bi, D. Multicellular rosettes drive fluid–solid transition in epithelial
tissues. Phys. Rev. X 9, 011029 (2019).

115. Saraswathibhatla, A. & Notbohm, J. Tractions and stress fibers control cell
shape and rearrangements in collective cell migration. Phys. Rev. X 10, 011016
(2020).

116. Hino, N. et al. ERK-mediated mechanochemical waves direct collective cell
polarization. Dev. Cell (2020).

117. Loza, A. J. et al. Cell density and actomyosin contractility control the
organization of migrating collectives within an epithelium. Mol. Biol. Cell 27,
3459–3470 (2016).

118. Czirok, A., Varga, K., Mehes, E. & Szabo, A. Collective cell streams in
epithelial monolayers depend on cell adhesion. New J. Phys. 15, 075006
(2013). https://doi.org/10.1088/1367-2630/15/7/075006.

119. Kabla, A. J. Collective cell migration: leadership, invasion and segregation. J. R.
Soc. Interface 9, 3268–3278 (2012).

120. Hallou, A., Jennings, J. & Kabla, A. J. Tumour heterogeneity promotes
collective invasion and cancer metastatic dissemination. R. Soc. Open Sci. 4,
161007 (2017).

121. Sepulveda, N. et al. Collective cell motion in an epithelial sheet can be
quantitatively described by a stochastic interacting particle model. PLoS
Comput. Biol. 9, e1002944 (2013).

122. Szabo, A. et al. Collective cell motion in endothelial monolayers. Phys. Biol. 7,
046007 (2010).

123. Giavazzi, F. et al. Flocking transitions in confluent tissues. Soft Matter 14,
3471–3477 (2018).

124. Hakim, V. & Silberzan, P. Collective cell migration: a physics perspective. Rep.
Prog. Phys. 80, 076601 (2017).

125. Henkes, S., Fily, Y. & Marchetti, M. C. Active jamming: Self-propelled soft
particles at high density. Phys. Rev. E 84, 040301 (2011).

126. Henkes, S., Kostanjevec, K., Collinson, J. M., Sknepnek, R. & Bertin, E. Dense
active matter model of motion patterns in confluent cell monolayers. Nat.
Commun. 11, 1405 (2020).

127. Brabletz, T., Kalluri, R., Nieto, M. A. & Weinberg, R. A. EMT in cancer. Nat.
Rev. Cancer 18, 128–134 (2018).

128. Kalluri, R. & Weinberg, R. A. The basics of epithelial–mesenchymal transition.
J. Clin. Investig. 120, 1786–1786 (2010).

129. Ye, X. et al. Upholding a role for EMT in breast cancer metastasis. Nature 547,
E1–E3 (2017).

130. Nieto, M. A. Context-specific roles of EMT programmes in cancer cell
dissemination. Nat. Cell Biol. 19, 416–418 (2017).

131. Theveneau, E. & Mayor, R. Collective cell migration of the cephalic neural
crest: the art of integrating information. Genesis 49, 164–176 (2011).

132. Acloque, H., Adams, M. S., Fishwick, K., Bronner-Fraser, M. & Nieto, M. A.
Epithelial–mesenchymal transitions: the importance of changing cell state in
development and disease. J. Clin. Invest. 119, 1438–1449 (2009).

133. Locascio, A. & Nieto, M. A. Cell movements during vertebrate development:
integrated tissue behaviour versus individual cell migration. Curr. Opin. Genet.
Dev. 11, 464–469 (2001).

134. Morize, P., Christiansen, A. E., Costa, M., Parks, S. & Wieschaus, E.
Hyperactivation of the folded gastrulation pathway induces specific cell shape
changes. Development 125, 589–597 (1998).

135. Barrallo-Gimeno, A. & Nieto, M. A. The Snail genes as inducers of cell
movement and survival: implications in development and cancer.
Development 132, 3151–3161 (2005).

136. Smallhorn, M., Murray, M. J. & Saint, R. The epithelial-mesenchymal
transition of the Drosophila mesoderm requires the Rho GTP exchange factor
Pebble. Development 131, 2641–2651 (2004).

137. Fischer, K. R. et al. Epithelial-to-mesenchymal transition is not required for lung
metastasis but contributes to chemoresistance. Nature 527, 472–476 (2015).

138. Zheng, X. et al. Epithelial-to-mesenchymal transition is dispensable for
metastasis but induces chemoresistance in pancreatic cancer. Nature 527,
525–530 (2015).

139. Stuelten, C. H., Parent, C. A. & Montell, D. J. Cell motility in cancer invasion
and metastasis: insights from simple model organisms. Nat. Rev. Cancer 18,
296–312 (2018).

140. Montell, D. J. Morphogenetic cell movements: diversity from modular
mechanical properties. Science 322, 1502–1505 (2008).

141. Schiller, H. B. et al. The Human Lung Cell Atlas—a high-resolution reference
map of the human lung in health and disease. Am. J. Respir. Cell Mol. Biol. 61,
31–41 (2019).

142. Neelakantan, D. et al. EMT cells increase breast cancer metastasis via
paracrine GLI activation in neighbouring tumour cells. Nat. Commun. 8,
15773 (2017).

143. Basil, M. C. et al. The cellular and physiological basis for lung repair and
regeneration: past, present, and future. Cell Stem Cell 26, 482–502 (2020).

144. Glass, K. et al. Integrative epigenomic analysis in differentiated human
primary bronchial epithelial cells exposed to cigarette smoke. Sci. Rep. 8,
12750 (2018).

145. Tian, B. et al. Analysis of the TGFbeta-induced program in primary airway
epithelial cells shows essential role of NF-kappaB/RelA signaling network in
type II epithelial mesenchymal transition. BMC Genom. 16, 529 (2015).

146. Zhang, J. et al. TGF-beta-induced epithelial-to-mesenchymal transition
proceeds through stepwise activation of multiple feedback loops. Sci. Signal. 7,
ra91 (2014).

147. Gao, J., Zhu, Y., Nilsson, M. & Sundfeldt, K. TGF-beta isoforms induce EMT
independent migration of ovarian cancer cells. Cancer Cell Int. 14, 72 (2014).

148. McFaline-Figueroa, J. L. et al. A pooled single-cell genetic screen identifies
regulatory checkpoints in the continuum of the epithelial-to-mesenchymal
transition. Nat. Genet. 51, 1389–1398 (2019).

149. Watanabe, K., Panchy, N., Noguchi, S., Suzuki, H. & Hong, T. Combinatorial
perturbation analysis reveals divergent regulations of mesenchymal genes
during epithelial-to-mesenchymal transition. NPJ Syst. Biol. Appl. 5, 21 (2019).

150. Livak, K. J. & Schmittgen, T. D. Analysis of relative gene expression data using
real-time quantitative PCR and the 2(−Delta Delta C(T)) method. Methods
25, 402–408 (2001).

151. Guizar-Sicairos, M., Thurman, S. T. & Fienup, J. R. Efficient subpixel image
registration algorithms. Opt. Lett. 33, 156–158 (2008).

Acknowledgements
The authors thank Jeffrey M. Drazen for his critical feedback. The authors acknowledge
the support of the Northeastern University Discovery Cluster and TIER 1 Seed Grant for
interdisciplinary research, P01HL120839, R01HL148152, U01CA202123, T32HL007118,
P30DK065988, the Parker B. Francis Foundation, American Heart Association (13SDG
14320004), the Spanish Ministry of Science, Research, and Innovation (RTI2018-096501-
B-I00).

Author contributions
J.A.M., M.A.N., J.-A.P. designed experiments; J.A.M., M.J.O., I.T.S., O.H.O. performed
experiments; A.D. and D.B. performed dynamic vertex model simulations; J.A.M., A.D.,
M.J.O., S.K., D.B. analyzed data; J.A.M., A.D., S.J.D., J.P.B., J.J.F., M.A.N., D.B., J.-A.P.
interpreted data; J.A.M., A.D., J.J.F., D.B., J.-A.P. wrote the manuscript.

Competing interests
The authors declare no competing interests.

Additional information
Supplementary information is available for this paper at https://doi.org/10.1038/s41467-
020-18841-7.

Correspondence and requests for materials should be addressed to J.-A.P.

Peer review information Nature Communications thanks the anonymous reviewers for
their contribution to the peer review of this work. Peer reviewer reports are available.

Reprints and permission information is available at http://www.nature.com/reprints

Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

NATURE COMMUNICATIONS | https://doi.org/10.1038/s41467-020-18841-7 ARTICLE

NATURE COMMUNICATIONS |         (2020) 11:5053 | https://doi.org/10.1038/s41467-020-18841-7 | www.nature.com/naturecommunications 13

https://doi.org/10.1101/cshperspect.a029199
https://doi.org/10.1101/cshperspect.a029199
https://doi.org/10.1088/1367-2630/15/7/075006
https://doi.org/10.1038/s41467-020-18841-7
https://doi.org/10.1038/s41467-020-18841-7
http://www.nature.com/reprints
www.nature.com/naturecommunications
www.nature.com/naturecommunications


Open Access This article is licensed under a Creative Commons
Attribution 4.0 International License, which permits use, sharing,

adaptation, distribution and reproduction in any medium or format, as long as you give
appropriate credit to the original author(s) and the source, provide a link to the Creative
Commons license, and indicate if changes were made. The images or other third party
material in this article are included in the article’s Creative Commons license, unless
indicated otherwise in a credit line to the material. If material is not included in the
article’s Creative Commons license and your intended use is not permitted by statutory
regulation or exceeds the permitted use, you will need to obtain permission directly from
the copyright holder. To view a copy of this license, visit http://creativecommons.org/
licenses/by/4.0/.

© The Author(s) 2020

ARTICLE NATURE COMMUNICATIONS | https://doi.org/10.1038/s41467-020-18841-7

14 NATURE COMMUNICATIONS |         (2020) 11:5053 | https://doi.org/10.1038/s41467-020-18841-7 | www.nature.com/naturecommunications

http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
www.nature.com/naturecommunications

	In primary airway epithelial cells, the unjamming transition is distinct from the epithelial-to-mesenchymal transition
	Results
	Cellular dynamics and structure: UJT versus pEMT diverge
	During UJT, epithelial character persists
	During UJT, cellular cooperativity emerges
	pEMT versus UJT: discriminating among fluid-like phases

	Discussion
	Methods
	Cell culture
	Protein and mRNA expression analysis
	Immunofluorescence staining
	Live imaging and dynamic analysis
	Permeability
	Cell shape analysis
	Structural and dynamic cluster analysis
	Statistics and reproducibility

	Reporting summary
	Data availability
	Code availability
	References
	Acknowledgements
	Author contributions
	Competing interests
	Additional information




